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IN THE CLAIMS: 

Please cancel claims 8, 9, 18, 19, 27 and 33 without prejudice. 

Please amend claims 1, 11, 12 and 30 as indicated, below. 

This listing of claims below will replace all prior versions, and listings, of claims m the 
application: ■> 

Listing of Claims: 

1 . (Currently Amended) A compound of the general formula I 



Q 



HjC O— C R1 

I? 

H(p ^C^ 2 X D 

O 

NX O—P O R2 

L 
o 



Formula I 



or a phannaceutically acceptable salt thereof, wherein: 

Rl is a saturated or unsaturated , sv - tb s t i fated - Q ? unsubstituted hydrocarbon chain having 
from 2 to 30 carbon atoms; 

R2 is a phospholipid head group selected from the group consisting of choline. 
ethanolamine, inositol and serine : 

D is the residue of a nonst e roidal anti inflammatory - drug - havinfi - a functional group 
s e l e ct e d from th e group consi s ting of carboxytyhydroxyl, - amine an d thi o l indomethacin . wherein 
D is attached through said a functional group to a bridging group, -C(0)-Z-X- , wherein Z is a 

2 



08/04/03 MON 16:09 [TX/RX NO 8313] Il003 



AUG. 4,2003 3;18PM DDK 



NO. 6555 P. 4 



800.1012 

saturated e r ^ unsaturat e d hydrocarbon chain having from 2 to 15 carbon atoms, and X is selected 
from amino , hydroxy, and thio and Garbon)'l groups , such that who n the functional g r ou p of P is 
corboxyl, X i s sel e ct e d from amino, hydr - ox - y and thio, and when tho functional - g ro up of D is 
amino , hydrox - y - or thio, X - is - a oarbonyl gr o up , 

2. (Previously Amended) The compound according to claim 1, wherein the 
conjugated residue of the nonsteroidal ant-inflammatory drug is pharmacologically inactive. 

3. (Original) The compound according to claim 1, wherein an ester bond at position 
sn-2 of the phospholipid of the general formula I is cleaveable by a lipase. 

4. (Original) The compound according to claim 3, wherein said lipase is a 
phospholipase. 

5. (Original) The compound according to claim 4, wherein said phospholipase is 
phospholipase A2 (PLA2). 

6. (Original) The compoimd according to claim 1, wherein Rl is an hydrocarbon 
chain having from 10 to 20 carbon atoms. 

7. (Original) The compound according to claim 1, wherein Rl is an hydrocarbon — 
chain having 15 or 17 carbon atoms. 

8. (Canceled) 

9. (Canceled) 

10- (Previously Amended) The compound according to claim 1 selected from the 
group consisting of; 

1 -Stearoyl-2- {3'[2-(2,6-diGhloroanilino)phenylacetamido]propanoyl} -sn-glycero-3- 
phosphocholine, 
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l-Stearoyl-2-{4-[2-(2,6-dichloroaniUno)phenyLacetam.ido]butaiioyl}--sii-glycero-3'- 
phosphocholine, 

l-Stearoyl-2-{5-[2-(2,6-dichIoroanilino)phenylacetamido]valeroyl}-sii-glycero-3- 
phosphocholine, 

1 -Stearoyl-2- {6-[2-(2,6-dichloroanilino)phen,ylacetamido]hexanoyl} -sn-glycero-3- 
phosphocholine, 

1 -Stearoyl-2- {8-[2-(2,6-dichloroamlino)phenylacetamido]octanoyl} -sn-glycero-3- 
phosphocholine, 

I-Stearoyl-2- { 12-[2-(2,6-dichloroaniIino)phenylacetamido]dodecanoyl} -sa-glycero-3- 
phosphocholine, 

l-Stearoyl-2- {3-[ 1 - (p-chlorobenzoyl)- 5 -inethoxy-2 -methyl indolylacetainido}propanoyl} 
sn-glyC6ro-3 -phosphocholine, 

l-StearoyI-2- {4-[l-(p-chlorobenzoyl)-5-methoxy-2-methy] indolylacetamido]bTatanoyl} - 
sn-glycero-3 -phosphoohohne, 

l-Stearoyl-2- {5-[ l-(p-cMorobenzoyl)-5-methoxy-2-inethyl indolylacetamidojvaleroyl} - 
sn-gIycero-3-phosphocholin.e, 

l-Stearoyl-2-{6-[l-(p-chlorobenzoyl)-5-methoxy-2-niethyl indolylacetamxdo]hexanoyl}- 
sii-glycero-3 -phosphocholine, 

l-Stearoyl-2- {8-[ l-(p-chIoiobenzoyl)-5-methoxy-2-methyl indoiylacetainido]octanoyl} - 
sn- glyc er 0-3 -pho sphocholine, 

l-Stearoyl-2- {3-[a-methyl-4-(2-methylpropyl)benzeneacetainido] propanoyl} -sn-glycero- —-t,. 
3 -phosphocholine, 

l'Stearoyl-2- {6-[a-methyl-4-(2-methylpTopyl)benzeneacetamido] hexanoyl} -sn-glycero- 
3-phosphocholine, 

l-Stearoyl-2- {3-[(S)-6-methoxy-a-methyl-2-naphta]erieacetamido] propanoyl} -sn- 
giycero-3 -pho spho choline, 

1 -Stearoyl-2- (4-[(S)-<5-inethoxy-a-methyl-2-naphtaleneacetamido] butanoyl} -sn-glycero- 
3-phosphocholin.e, 

1 -Stearoyl-2- {6-[(S)-6-methoxy-a-m.ethyl-2-naphtaleneacetamido] hexanoyl j-sn-glycero- 
3-phosphocholine, and 
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l-Stearoyl-2-{4-[2-(6-methoxynaphtyl)acetamido]biitanoyI}-5n-gLycero-3- 
phosphocholine. 

1 1 . (Currently Amended) A pharmaceutical composition comprising a 
pharmaceutically acceptable carrier and, as an active ingredient, a compouad of the general 
formula I 

O 

11 

HX — O— C — R1 



HC — O — C Z 

I' i 

HX O P- 



■D 



O R2 



Formula I 



or a pharmaceutically acceptable salt thereof, wherein: 

Rl is a saturated or unoaturatod , substituted or unsubstituted hydrocarbon chain having 
from 2 to 30 carbon atoms; 

R2 is H-Of a phospholipid head group selected from the |£roup consisting of choline. 
ethanolamine. inositol and serine : 

D is the roaidu e- ef a - non s t e roidal anti - inflammatory dr ug having a functional grov a^ 
s e l e cted from the group oonsisting of carboxyl, hydroxy 1, am ino and thiol indomethacin . wherein 
D is attached through &ai^ a functional group to a bridging group, -C(0)-Z-X- , wherein Z is a 
saturated e r - ansaturat e d hydrocarbon chain having from 3 to 1 5 carbon atoms, and X is selected 
from amin o, hydre - Tt y? ^id thio and carbonyl group s, such that when tho functional group - of O io 
carboxyl, X is fl o l o ct e d frorn amino, hydroxy and thio, and when the fiincti o nal group of D is 
amino, hydroxy or t h - io; - X is a ctcrbonyl group . 

12. (Cutrently Amended) The pharmaceutical composition according to claim 1 1, 
wherein -C(0)-Z-X-D is an inactive efepug derivative of D . 
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13. (Original) The pharmaceutical composition according to claim 11, wherein an 
ester bond at position sn-2 of the phospholipid of the general formula 1 is cleaveabie by a lipase. 

14. (Original) The pharmaceutical composition according to claim 13, wherein said 
lipase is a phospholipase. 

15. (Original) The pharmaceutical composition according to claim 14, wherein said 
phospholipase is phospholipase A2 (PLA2). 

16. (Original) The pharmaceutical composition according to claim 1 1 , wherein Rl is 
an hydrocarbon chain having from 10 to 20 carbon atoms 

17. (Original) The pharmaceutical composition according to claim 11, wherein Rl is 
an hydrocarbon chain having 15 or 17 carbon atoms. 

18. (Canceled) 

19. (Canceled) 

20. (Previously Amended) The pharmaceutical composition accordmg to claim 11, 
wherein said compound of the general formula I is selected from the group consisting of: 

l-Stearoyl-2-{3-[2-(2,6-dichloroanilino)phenylacetamido]propanoyl}-sn-glycero-3- 
phosphocholine, 

l-Stearoyl-2-{4-[2-(2,6-dichIoroanilino)phenylacetamido]butanoyl}-sn-glycero-3- 
phosphochohne, 

l-Stearoyl-2-{5-[2-(2,6-dichloroanihno)phenylacetamido]-valeroyl}-sn-glycero-3- 
phosphochoUne, 

l-Stearoyl-2-{6-[2-(2,6-dichloroanilino)phenylacetamido]hexanoyl}-sn-glycero-3- 
phosphocholine, 
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l-Stearoyl-2-{8-[2-(2,6-dichloroanilmo)phenylacetamido]octan,oyl}-sn-glycero-3- 
phosphocholine, 

l-StearoyI-2- { 12-[2-(2,6-dich,loroaniHno)phenylacetam.ido]dodecanoyl} -sn-glycero-S- 
phosphocholine, 

l-Stearoyl-2- (3-[ 1 -(p-chlorobenzoyl)-5-methoxy-2-methyl indolylacetaixiido] 
propaaoyl } -sn-glycero-S -phosphocholine, 

1 -Stearoyl-2- {4-[ l-(p-chlorobenzoyl)-5-nQethoxy-'2-ni6thyl indolylacetainiido]butaiioyl} - 
sn-glycero-3 -phosphochohne, 

1 -S1:earoyl-2- {5-[ 1 -(p-chlbrobenz;oyl)-5-methoxy-2-methyl mdolylacetamido]valeroyl } - 
sn-glycero-3'phosphocholine, 

1 -Stearoyl'2- {6'[l-(p-chlorob6nzoyl)-5-methoxy-2-methyl indolylacetamidojliexanoyl} - 
sn-glycero-3-phosphooholine, 

1 -Stearoyl-2- {8-[l-(p-chloroben20yl)-5-methoxy-2-methyl indolylacetamido]octanoyl}- 
sn- glycero -3 -pho sphocholine, 

1 -Stearoyl'-2- {3-[a-methyl-4-(2-methylpropyl) benzeneacetaraidojpropanoyl} -sn- 
glycero-3-phosphocholine, 

1 -Stearoyl-2- {6-[a-methyl-4-(2-niethylpropyl)bcii2eneacetamido] hexanoyi} -sn-glycero- 
3-phosphocholme, 

l-Stearoyl-2-{3-[(S)-6-inethoxy-a-methyl-2-naphtaleneacetamido]ptopanoyl} -sn- 
glycero-3 -phosphocholine, 

1 -Stearoyl-2- {4-[(S)-6-irieth.oxy-a-methyl-2-naphtaleneacetamido] butanoyl) -sn-glycero- -r- 
3 -phosphocholine, 

1 -Stearoyl-2- {6-[(S)-6-methoxy-a-metliyl-2-naphta]eneacetaniido] hexaaoyl} -sn- 
glycero-3-phosphocholine, and 

1 -Stearoyl-2- {4-[2-((5-methoxynaphtyl)acetainido]butanoyl} -sn-glycero-S- 
phosphocholine. 

2 1 . (Previously Amended) The phannaceutical composition according to claim 11 , in 
the form of solutions, suspensions, capsules, tablets, aerosols, gels, ointments or suppositories. 
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22. (Previously Amended) The pharmaceutical composition according to claim 1 1 for 
oral, ocular, nasal, parenteral, topical or rectal administration. 

23. (Original) The pharmaceutical composition according to claim 22 for oral 
administration. 

24. (Original) The pharmaceutical composition according to claim 22 for nasal 
administration. 

25. (Previously Amended) The phannaceutical composition according to claim 11 for 
the treatment of a disease or disorder related to an inflammatory condition. 

26. (Original) The pharmaceutical composition according to claim 25, wherein said 
disease or disorder related to an inflammatory condition is selected from the group consisting of 
arthritis, rheumatoid arthritis, asthma, psoriasis, systemic lupus erythematosus, inflammatory 
bowel syndrome and the neurological diseases and disorders multiple sclerosis, Alzheimer's 
disease^ Parkinson's disease, Huntington's disease, vascular dementia, epilepsy, migraines, 
stroke and trauma. 

27. (Canceled) 

28. (Previously Amended) A method for treatment of a disease or disorder related to 
an inflammatory condition comprising administering to a patient in need thereof a tlierapeutically 
effective amount of a pharmaceutical composition accordmg to claim 11. 

29. (Original) The method according to claim 2S, wherein said disease or disorder 
related to an inflammatory condition is selected from the group consisting of arthritis, 
rheumatoid arthritis, asthma, psoriasis, systemic IvipUS erythematosus, inflainmatOTy bowel 
syndrome and the neurological diseases and disorders multiple sclerosis, Alzheimer's disease, 
Parkinson's disease, Huntington's disease, vascular dementia, epilepsy, migraines, stroke and 
trauma. 
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30. (Currently Amended) A process for the synthesis of compounds of the general 
formula I as defined in claim 1 , comprising: 

(i) providing a molecule y-X-Z-COOH, wherein y is selected from H and OH, Z is 
a saturated or unoaturat e d hydrocarbon chain having from 2 to 15 carbon atoms, and X is 
selected from amino , - hydroxy, and thio o a d ' carbonyl groups; 

(ii) replacing y with an appropriate blocking group, B , selected from the group 
consisting of benzyl chloromate, benzvloxvcarbonate. diphenylcarbinol and 
trimethvlacetaraidocarbinol ; 

(iii) preparing an anhydride of the molecule B-X-Z-COQH by employing a reagent to 
remove one molecule of water from two protected bridging groups ; 

(iv) acylating a lyso-lecithin by the anhydride of step (iii) to yield I-acyl-2-acyl(X-B)- 
sn-glycero-3 phospholipid by dissolving said anhydride and said lyso-lecithin in an organic 
solvent in the presence of a catalyst : 

(v) removing the blocking group B from the functional group X; and 

(vi) coupling a nonsteroidal anti-inflammatory drug D comprising indomethacin to the 
functional group X in an organic solvent in the presence of reagents that enable a condensation 
reaction wherein water molecules are removed, thus, generating a molecule of the general 
Formula I, 

3 1 . (Original) The process according to claim 30 wherein the protected frinctional 
group X is -NH. 

32. (Original) The process according to claim 30 wherein the phospholipid of step 
(iv) is phosphatidylcholine, phosphatidylethanolamine, phosphatidylinositol or 

pho sphatidylserine. 

33. (Canceled) 
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